The voltage-dependent calcium channels (Cav) are a family of multigene channel that plays an essential role in regulating a variety of cellular functions. These channels are categorized as type L-, N-, P / Q-, R-or T, based on their electrophysiological and pharmacological properties. Activation of these channels and Ca2 + entry is required in many physiological processes such as muscle contraction and release of hormones and neurotransmitters, and many others, for example in the contraction mechanism, and vascular relaxation.
Introduction
The voltage-dependent calcium channels (Cav) are a family of multigene channel that plays an essential role in regulating a variety of cellular functions. These channels are categorized as type L-, N-, P / Q-, R-or T, based on their electrophysiological and pharmacological properties. A complete channel consists of an α1 subunit, which determines the main properties of propagation and permeation grouped with one or more β subunits, α2, δ or γ (Catterall et al., 2005) . The activation of this channel and Ca2 + entry is required in many physiological processes such as muscle contraction and Page 2 of 8 release of hormones and neurotransmitters, resulting in vasodilation and lowering blood pressure (Koh; Kini, 2012) .
Toxins Spiders
The poisons spiders contain expected peptide neurotoxins as a rich source of blockers of ion channels (Corzo et al. 2003; Wen et al., 2005) . The Family I huwentoxina (14 peptide toxins), isolated from the venom of Selenocosmia huwena inhibits sodium channels and calcium (Liang, 2004) .
The ω-atracotoxina-1 (ω-ACTX-1) are the first family of insect-specific peptide toxin isolated from the venom of the web-of-hopper Australian spider. It is reported that these toxins do not affect Cav channel of mammal, but they are lethal to a wide range of arthropod orders; causing irreversible spastic paralysis followed by flaccid paralysis and death (Bloomquist et al. 2003; Fletcher et al., 1997; Khan et al., 2006) .
All members of this family have peptides 36-37 residues long and contains six cysteine residues with a disulfide bridge strictly conserved. The three dimensional structure of ω-ACTX-Hv1a comprises a structurally disordered N-terminal region (residues 1-3), a rich core region of β-turns and disulfides (residues 4-21) and β-hairpin (residues 22-37 ) projecting from the rich core disulfide (Fletcher et al., 1997) . The three disulfide bonds form an inhibitory node cystine present in most atracotoxinas structures determined to date, and which is common in peptide neurotoxins which are something ion channels (Craik et al., 2001; Pallaghy and Norton, 1999) .
Another source of peptide toxins is Ornithoctonus huwena, Chinese tarantula, one of the venomous spiders China. More than ten peptide toxins have been purified and characterized this spider venom (Deng, 2014) , one of the HWTX-I, a potent inhibitor of N-type Cav (Wang et al., 2007) . Another in-Huwentoxina XVI (XVI-HWTX) is a new neurotoxin polypeptide of 39 residues with three disulfide bridges and a C-terminal amidated residue no. This toxin inhibits selectively Cav N-type in dorsal horn neurons of the spinal cord, but has no effect on Cav-type T, K + channels or Na + (Deng, 2014).
Toxins of Snake venon
The toxins which act on L-type Ca 2+ channels identified molecules are snake venoms belonging to the family of toxins three fingers (Fry et al., 2003) . Three of them, and C10S2C2 S3C8 were isolated from the venom of Dendroaspis angusticeps (Joubert and Taljaard, 1980a) and Dendroaspis jamesoni kaimosae (Joubert and Taljaard, 1980b) , respectively.
The other two, the calciseptina (a Weille, et al., 1991) and the FS2 toxins (Strydom, 1977; . Yasuda et al, 1994) were isolated from whole venom of Dendroaspis polylepis polylepis. The Calciseptina showed complete and specific blockage of the flow of Ca2 + current + at Ca2 + channels L-type cardiovascular system, however, inhibited only partially channels in the central nervous system and was not inhibitory in the channels of skeletal muscle (de Weille, et al. 1991) .
Additionally, both the toxins produced more potent and sustained hypotensive effects that nifedipine (Watanabe et al., 1995) . And the area between Pro42 and Pro47 (PTAMWP) seems to be the functional site of calciseptina and FS2 toxin based on the principle that the proline residues are most commonly found on the lateral segments of the protein-protein interaction sites (Kini, 1998) . Koh and Kini (2012) , reported the development of L-Calchin, a synthetic peptide of residues 8 based on the prediction that site. L-Calchin showed dose-dependent inhibition, but independent of voltage-gated Ca2 + channels similar to L-type calciseptina, an important step in reducing the size of calciseptina and FS2 toxin. The similarity between calciseptina (and related toxins) and nifedipine probably prevented further development of these toxins; however, the development of L-Calchin shown another possibility of converting toxins in therapeutics. (Hopkins et al, 1994 (Hopkins et al, , 1996 (Hopkins et al, , 1997 . Hopkins and Hodgson, 1998; Church and Hodgson, 2000a, b; 2001; 2002a) . However, in addition to Their cardiovascular effects, These venoms Have Been Reported to neuromuscular activity possess. In particular, trachynilysin (tly), the lethal protein from the venom of S.
trachynis, is known to Increase intracellular Ca2þ levels ([Ca2þ] i) in atrial myocytes, leading to Increases in contractility, and chromaffin cells, leading to the release of neurotransmitters (Meunier et al., 2000; Sauviat et al., 2000) .
Man-of-war (Physalia physalis) are armed with stinging organelles called nematocysts Numerous (Cormier and Hessinger, 1981; Hessinger and Ford, 1988) . Nematocysts are venomous, eversible, secretory products of complex effector cells called cnidocytes, found in all cnidarians. venom has profound effects on the cardiac system of animals (Hastings et al., 1967) , Causing changes in rhythm (Garriott and Lane, 1969) and in ECG recordings (Larsen and Lane, 1966) . On isolated rabbit atria the most pronounced effect is positive inotropy (Bonlie et al., 1988) , Which is directly proportional to the extracellular calcium level. The venom produces a seven-fold (or greater) Increase in 45 Ca2 + influx into cultured embryonic chick heart cells by a mechanism not likely Involving endogenous L-type or T-type calcium channels (Edwards et al., 1999) . 
